Case report
===========

A 69-year-old male ex-smoker presented with the sudden onset of macroscopic hematuria with the passage of clots. At presentation he was hemodynamically stable with a hemoglobin level of 14.6, normal renal function and clotting, and was initially managed with continuous bladder irrigation via a 3-way 20ch urethral catheter.

Urine microscopy and culture showed no evidence of pyuria and no bacterial growth. An X-ray kidney, ureter, and bladder (KUB) showed no evidence of urolithiasis and a renal tract ultrasound demonstrated normal upper tracts and an abnormal 6 mm lesion on the posterior bladder wall. Flexible cystoscopy revealed only an irregular area of urothelium on the left side of the bladder. This irregular area was biopsied using cold-cut forceps at general anesthetic (GA) cystoscopy. Histological evaluation of the biopsy revealed a papillary and solid grade 2--3 pT1 transitional cell carcinoma (TCC) with high grade dysplasia in a separate fragment of bladder tissue.

The patient further underwent a GA cystoscopy and the bladder tumor was transurethral resected. The cystoscopic findings revealed a resection crater and surrounding inflammation which was indicative of CIS, and the area was resected widely. Further histological evaluation of this formal resection of the biopsy site and surrounding urothelium showed widespread carcinoma in situ and a population of atypical cells with enlarged nuclei, prominent nucleoli, and varying quantities of cytoplasm showing plasmacytoid features with occasional mitoses (see [Figure 1](#f1-oaju-3-025){ref-type="fig"}). On examination via immunohistochemistry the atypical cells were determined to be positive for leukocyte common antigen (LCA), CD 45 CD 138, and epithelial membrane antigen (EMA), with CD30 positivity in some cells. The epithelial markers AE1/3 and CAM5.2 were negative indicating that there was no epithelial malignancy in this material.

The plasma cells showed Lambda light chain restriction and cytoplasmic IgG. CD3 was used to stain background T-cells. The proliferation fraction as detected by Ki-67 staining was high within the plasma cell infiltrate, suggesting that this was a high grade plasma cell tumor.

Computed tomography (CT) of brain, chest, abdomen, pelvis, and skeletal surveys revealed no metastatic spread and organ confined disease (see [Figure 2](#f2-oaju-3-025){ref-type="fig"}). A radioisotope bone scan confirmed no evidence of metastatic bony disease. Blood tests revealed normal serum calcium, ESR, and no abnormal paraprotein, free light chains, or Bence Jones protein levels. A bone marrow biopsy confirmed no evidence of myeloma.

The diagnosis was therefore carcinoma in situ with an 'incidental' isolated extramedullary plasmacytoma of the urinary bladder.

As he had undergone a transurethral resection of bladder tumor, the patient was treated with adjuvant external beam radiotherapy with 45 Gy in 25 fractions. This treatment gained a good response with no recurrence of the carcinoma in-situ, and the plasmacytoma reduced in size.

Discussion
==========

A plasmacytoma is discrete, proliferative mass of neoplastic monoclonal plasma cells which can be found in bone or soft tissue. Extramedullary plasmacytoma is commonly seen in the aerodigestive tract.[@b1-oaju-3-025] The most common sites of occurrence are the paranasal sinuses, pharynx, nasal cavity gums, and oral mucosa.[@b1-oaju-3-025],[@b2-oaju-3-025]--[@b5-oaju-3-025] Cases have also been reported in the central nervous system, orbit, gastrointestinal system, liver, spleen, pancreas, lung, breast, skin, testis, parotid mediastinum, thyroid gland, and -- although rarely -- the urinary bladder.[@b1-oaju-3-025],[@b2-oaju-3-025]--[@b5-oaju-3-025] Only 21 cases of bladder extramedullary plasmacytoma (EMP) have been reported to date including one case in a renal transplant recipient.[@b6-oaju-3-025] None have been reported with synchronous urothelial TCC. The relationship between transitional cell carcinoma and bladder EMP is not yet known.

Plasmacytoma of the urinary bladder is a rare extramedullary manifestation of plasma cell neoplasm. It is thought to arise from plasma cells in mucosal surfaces.[@b7-oaju-3-025] The typical microscopic appearance is a sheet of discohesive cells with prominent nucleoli and eccentric eosinophilic cytoplasm[@b8-oaju-3-025] but it has also been described as round cells with an eccentric cartwheel-like nucleus.[@b9-oaju-3-025] It must be differentiated from plasmacytoid-type TCC which is a highly aggressive malignancy associated with a poor prognosis; this differentiation is sometimes difficult.[@b9-oaju-3-025] The plasmacytoid-type TCC is an invasive epithelial malignancy. Histologically, it can be seen extending from the urothelium into the lamina propria, whereas plasmacytoma is noninvasive and is only found in the lamina propria.

EMPs are highly radiosensitive tumors and in the case of head/neck disease, survival at 10 years is in the order of 65%.[@b10-oaju-3-025] Treatments described for bladder EMP have included systemic chemotherapy,[@b11-oaju-3-025] immunotherapy combined with chemotherapy,[@b6-oaju-3-025] radium implants,[@b12-oaju-3-025] cystectomy,[@b9-oaju-3-025] and radiotherapy.[@b13-oaju-3-025],[@b14-oaju-3-025] Poorer outcomes are reported in those with systemic disease and \<10% of patients have local recurrence of the disease.[@b6-oaju-3-025] Ten year disease-free and overall survival rates range from 50%--80%, for the 30%--50% of patients who develop disease progression to myeloma. This occurs after a median of 1.5--2.5 years and their clinical course at progression is similar to those of patients diagnosed with de novo symptomatic myeloma.[@b10-oaju-3-025] However, no specific long-term follow up data have been reported for bladder EMP.

Conclusion
==========

EMP of the bladder is a very rare form of bladder cancer, with only 21 isolated case reports. This case represents the first report of synchronous bladder EMP and transitional cell carcinoma of the urothelium.

With a bladder mass seen on imaging but not on initial flexible cystoscopy, a high index of suspicion is required and biopsy/resection is necessary to eliminate EMP as a possible cause.

Given the radiosensitivity of EMP in other anatomical sites, the mainstay of treatment is currently radiotherapy (either adjuvant or radical) and prognosis appears to be better in those with no evidence of systemic disease.
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![Demonstrates extensive carcinoma in situ of the urothelium. In the lamina propria there are a population of atypical cells with enlarged nuclei, prominent nucleoli and varying quantities of cytoplasm consistent with a plasma cell tumor.](oaju-3-025Fig1){#f1-oaju-3-025}

![Demonstrates a localized mass in the posterior aspect of the bladder wall which is organ confined. There is no pelvic lymphadenopathy.](oaju-3-025Fig2){#f2-oaju-3-025}
